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(1) fl-^^r <H§ -§-"11 ^) &&*)^ ^^Sr «-fr*H=- ^-§-^ 

(2) Sfl^ ^#0*1 tfl^; ^-71 ^ -g-Pfl^ -g-SflJEiD} 3- -§-«fl£# ^ -B-71 -g-*W 

^ofl ^zj-g>^- #31* if-^cf. 
2. 3 

4*Y*-8-$ iM^, ^3(1 
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^\f-g-^ #^ fl-Sr^ .^^1 ^ 3- {A Hybrid Of A Drug 

Having A Low Water-Solubility With A Layered Silicate And A Process For Preparing The 



[3E^ -Ml 

3£- ^efl^l ^S.^M Spor anox® ) £f ^ ^°fl tc|-€- ^ 

^xfls] ^s] Al^] 4^ -g.-5fl £ M-b^-^ ZLSflH^tq-. 

3". 



Same} 
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Qy\] o}^ ^l-o]cf(nl^- ^ ^13,717, 6552. %2i) . sM^^ (^^C^NsO^lal, 3- 
(za-^l^-4-[4-[4-[4-[[2-(2,4-^#SS^ 1 d)-2-(lH-l ) 2,4-H&l^>#-l- t a^l€)-l,3-^^r 




7\ o]^jl =ls. 9in *\m °i §-»i7> sa^-. 

(Cyclosporin), ^# (Pad it axel) , itt *\5.$tf\ 7>s^^# ^o] 
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^ *H ^=-§-^ -§--Sj]£l- ^7>X|7l^ S4t Vf-S"^ 

Ol al^l £AV^ ^XJ-Aj^ u+.g.Aj of^o] ^-g-on^A^ ^ £ #7><^1 o]-g-^ 

<14> d\]M. olHe)-sM-#^l Ht4°J <?M^ ^S^-^CSporanox®) ^ *M1 

£ Jf. i£*a ^4 ^-A>tb *)l*ll53- 600-700 tt7> 

(Sugar bead)* ^^.5. «H H 3l*M3 JL^V^l *MH.^M=S^ ^41? 

fe- « 0 >^^S olsej-su).^^ -g-*fl £1- ^7M?1 ^o] 4# &*)t\.. o}i=. PCT^ WO 
94/05263^1 ^Afl-Sl 7l^S]^ 5^. o]o} ^-A>"8:>7fl al£-X} ifl^H] 

(citric acid)^: °] ^S.5L^3\- ^M) 160:£<M -g-g-^1 ?} 7] 14 ^sH^-M- 

^ ^^l* 7>-g-^-A]^l^ «J-^ol -|r^- ^^-7fl *ll 1999-0015653:011 7]^s\ 

*\ 9X^. °]4\<*)5L <$7) tfllL^^ 7 r -g-£r *8r*$*\ «J-^ofl *fl^Kr «fl5L*r SIS 

<>l-§-tr 01^^14^^ 7 ].^ ^ ig.^^. 7fl x|i5l- W0 93/157197]- 5£i=r. °1 ^ 
ol] 7}^S\o] ^ ^6\)X]^ 7ll^%^*llS ^l*]^ SllA]^ ol-g-^Zl, -g-Pfl^b EflBB}- 
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#^1-4 cH€°l^^wl^-» o].g-^ °}^3.^-§r f-fr^ °lfHHs ingle 

double-layered) ^^*H °1 H^a^M: 7>-§-^-A]^cf . 

M- -sj-^l ^(PaclitaxeDS. \+-§-^ ^r*Kr ^^Sl ^^Htt M*}^ AAQ 
->}=-§- o| ^ofl tcj-el- 7}-g-£H5}7l 3*fl *}-8-3fe ^^lM- -Ml ^ ^ 

*§Hr ^ <£<>1 ^s^g ^14. #3^7fl *(| 1998-0008239^^1 ^ AW-t-3. 

^3£^o^ 7>-g-2h# ^sfl AT-oi^^T»U^ofl^^"|-jiTflolE 3-*- l-s.AH(Poloxamer) 123^- 
*^ia*^3flS, ^Hr^r ^ ^ SL<£^r s§&SL£., ^|^*^ 

HLBCHydrophilic-Lipophilic Balance) St 0 ! 10 al^Hl ol-g-^S^ ^^tb 

<16> O]^- ^2fl 7 l#-g- H>5f £o| f tflJ^-fi] 7l^#o] J1^7> g 7fl^ 

4. ^ .frxna 4^51- ^-Bfl^ ^^-^ jm ^s^i ^ pH7> 

-g- ic|-bH, ol&jtb *r\+-§-^ ^#^r *0*JH *r 911= #3 

<17> ^v+.g-^ ^l-s-o] ^<5Wi±r}- ^ pH 

4!TKt ^*)1» ^SHr 3H4. 
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afl^^ ^\f-§-^ ^#4 fK><£3 £^*fl« afl^th}. 

<19> £ ^HH^i ^7] ^-H-HS-M-olH, wM^o] 

<20> S-^^r ^-71 ^*fl^ ^ttV ^^Hr 

<2i> iLtf ^ *f|# ^1-^1 tfl^V ^-g-sflJEili} ^ -§-«fl£» ^ -fr 

71 -g-nlH ^"71 ^.-gflAl^l ^1, fl-tf;^ ^-*Rr ^-§-^^- ^ ^ ^ 

<22> SEtb, ^ *^^r ^"71 i^Hf ^1^4. 

^"71 ^l-ol A^-Sl ^sjs.S. ^j7 t ^<5fl32f ^o] ifl^iLC]- ^ pH» ^ S£ is} 

^(layered silicates)*^. °]*h tKI:^ s-^ofl Jitf #Afl*| ^^^1^>, 

0)*m & £ «^ ^flti-*>^> ^ ^ o>quf. fl-A}^ 

21 Sl^H. ^Bfl<5} Si0 4 A>^^o1^, ^ IH^I^ fl^^r Si0 4 
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A}#H)7} 3%°_3- fe<H¥£ ¥ 7fl^ A>^^^ *Hr*|-fe ^ BflJL 3« 

Z\JL zj- xlx)%o) ^4? ol£(6fl: thf-P^H ^"gfl AiS. 4BS.Jfl*l ^EflC^l: 

Si-Al-Si)^ ol^-Tfl £M ^o] ^ ^ v^SLS- ^t^M %^ 

^ Si0 4 A>^*|1<£) Si +4 7> Al +3 sL -g-^m 7><g ^ nfl^-o]rf. ^-fofl tr}- 

eH^r Si0 4 a>t3^« <£:SX|7l^ Al3+7> Mg 2+ S. £-3l*># 7}^ ^JE °1 

5} Z>£r ^.^>7l f-*Hl <£°l£r, <« #^ ^3 ^ Sfe 

S^-^ <S°l£rHl: Na+, Ca 2+ ^-H ^fl^Tfl sq^, o]^^ #zV(interlayer)^ ^ 
Si, Al, Mg ^ ^ ^ ^ <M tq-^- ^o]^om <&o]g-S§ o.7l# 

?>Bl^* 3Hr -fM«-3E. ^7V°fl #<9€ 4 s M S]7l ^^l*}. tM*^ 

^^tb ^ ^1 T 1 ^^ i^afl JE-S^ ^-f °] ^7fl 

°<M£-S -B-7]l:#^ ^E ^Al6fl <£o]^7]) ^x}. ^A-l t^V^ £ 

^sfl^ #<?m ^4 a^ofl ^sjji °1 ¥ w]-ir°fl ^4 

#^a]^ ^ ^rf. ^^o.s., S^^l ^71] ^ Xl^Ai 

^ ^^15.^^1 ^-^^ *r ^ZuL f^^l ^^5)^^ S^^l * 
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<25> .a. ^o\] *r Sife o]]# s.^ 

wM^eHB, feHSM-olH, a>3E^1b, ^^1h, -iefcEM- 

<26> [s|-^ 1] 

(Al 2 - x Mg x )(Si4)Oio[OH] 2 M + n x/n (^-ams^-olH) 

<27> 2 ] 

(Al2)(Si4-xAlx)Oio[OH] 2 M + n x / n (wl-ol^^olE) 

<28> {St^^ 3] 

(Mg3- x Li x )(Si 4 )Oio[OH] 2 M + n x/n (^jSej-olH) 

<29> [s)-"^ 4] 

(Mg3- x Fe + 3 x )(Si 4 - 2x Al 2x )0i 0 [0H] 2 M + Vn 

oo> 5] 

(Al 2 - x - y Fe y Mg x )(Si 4 - z Al z )Oio[OH] 2 M + n( x+z )/ n Ci^^H) 

<31> M^r ^tf °l^r, »^ = Na) S^r 

0.1 xfl^l 0.7, 0.2 0.6, ^cilA^S 0.3 ^] 0.5^1 ^ 
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<32> #7l^ W>4 ^-ol, ^-71 SH>H*£- * ^^lS. 

6IH aatstfoiEH ^^j. sio 4 a>^*h ^tfl t 1 ^* ^*Hr s>>]s) 

<H SJl*l# ^^1 xHH €^fl*Rr Si^ A IS. ^£ SUl. 

Si0 4 a}^*I|* S^fc Al^ ^^-7V tf«. +37>^ ^(ofl: Fe +3 )^-°-S ^^ME. ^ 
4. °1* W £-8*1.2.3. SAltb^- 1 ^ (Al2- x -yFe y Mg x )(Si4- z Al z )Oio[OH] 2 M +n ( x+z )/ n 3. 

- ot f A ^-g-^£7V ^ ^##oltf. o]B^ gj^gj c4|oflfe. olH^M-#, A><>1©S 

^nfl^-i:, oV^H^l ^(Acetaminophen: i^^l), °>^1 ^(Atenolol : ^43 
^ » ^-^(Chlorambucil: ^|sHM§ ^IM-^KCinnarzine: 

*l!L*ll), ^^(melphalan: *«Mj*°<MI>, *>°1 HSfSS*] j= 
(hydrochlorothiazide: *l#£fl-fl (mercaptopurine: 

(metergolin: 5E^-£]*1*V, °H ^tr^l^lfe SHr 1 ^. 

<34> a f t^a a| ^-71 tb *r\t-8-^ tH*^ ^lSSKr ^ 

tiflig- *^l7]7l ^^iLS #^ tKt^ ^-§-°-S f^i € 
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H2] sHH ~P"^ s* (DS. ^ s-S.^S.^lH 1 #-g-°fl ^-S-tb °lH 

ej-^q-^ ^ cfl^ 0.7 g^T}. ^3 *fl# ^1"^ ^-g-*fl:E7} nfl 

-f Vte ^rVi-g-^ 7l nfl§-o}l(<« ol^^^o] ^-g-efl£^ 1 mg/ml ^5. 

olcf), o| tiV-§-^ l-6fl^ ^sj^h ^-f o]H^^*^r ^ <££r 

^ o.s 1-7}-^^. 

<36> ^oflA^ ^-71^; &lft%-& T 9X$r ^*fl ^ 

<3?> (1) ^KB§-|r ^ ^°fl fK><3^ ^-a-S}^ ^r-g-^^" 

<38> (2) 3fl# <$#ofl tfl^ ^-71 ^ -§- D fl^ -§-^5.^ e -g-*fl5.# ^ -fi-71 -g-*1H 

<39> (3) ^"frSKr ^7} ^-g-^ ^ tfl^ ^#^r ^-H-SKr ^71 -g-^^r 

^ ^ 3]^ ^-g-* ^ «fl# #71 ^#*g tH*^ #31* 

<40> ^-7] #7)1 (3)*IH^ 31 # #-g-°l£ rt^Sr ^-fi-*Kr ^ ^-(aqueous 

phase)4 ^M"* ^-rr^Rr ^-(organic phase) *>°H 3] ig( interface)^ 
-8-7] # ^ SflTg- <^3j- 
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-a-^/M- #-§-°i ^>-§-^-s. ^i 6 <3=°i -§-*fl 

3<H ^^l^S fK><34 ^/^ ^r-§-°l -n- 

7l^S.-¥-Bl ^-#0.5- Tfl^^-S. ^SlTfl ^ tiV-g-ofl ^«fl ^ 

£Ul f £^*H^ ^7M^ ^ ^rf. 

olHS}-sM-#3if ^-ol <^o] ^o] ^-f , ^sj- fl^V<* A>olofl^ ^ 

# ^/^ #-§-°l IH^I ^"71 #3] (3)^1 t>-§-°fl ^tb #«£/ 

°] °l^(H + )^-S. ^1^S)<H MMT-M +n 7> MMT-H + ^ 3313. °l%7fl °)-& 

s-amsM-^lS MMT-H+7} o]Ee)-3.i4#^ o>^7l(-NH- BE^r -N=)^ 
^-g-7K-NH 2 - + -NH=+)S. [MMT-H+-olB^M-#] ^Bfl^ ^^)» <>1^M1 

<42> #71 fl-^^ ^-§-°J? ^ fl-^^ H>^«>7fl^- 0.1 ifl 

*1 ^ 10 M*. «Va*|*Mlfe 5f 0.5 ^| ^ 3 fl^t^ 

^ ^-§-^^1 pH Hflfe ^ 0 ifl^l ^ 6, wV^^Tfl^ l 4014. 
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3*»lHr #7] ^ -g-nfl ^ ^-Bflsoil til^fl 10 «fl x*\£r m}^^}7\}^ 100 tifl o) 

ttV^SWISr 1000 n -g-sflSL-i- g-fe -B-71 -g-nim *>-§-W-. «l^«r 

xg. cq= # <i) y^^j^.^- of ! xfl*] ^30 ^*§=%, w>^-ai*>7fl^ ^ 3 vfl^l 

9f 10 ^HM 1 ^. 

<44> ^^ti>-§-^ ^ ^flfif -R-71 -§-*fl^ «>^*>7fl^- 1:10 lfl*l 

^ 10:1, ^ H}^|*W|*r 9= 1:2 ef 5:1, c|c]3r «}^*>7fl^ 1:1 xfl*l ^ 
2:ic>14. 

<45> t£tt £ 4^ ^\+-§- A ^ tK>^ 5-^> 

<46> o]~5\, £ ^-fi- ^*HH ^*fl 33" ^1^-2.3. ^^^m, ^3 ^^7> ^ 

7H *fl^S|fe ^4. 

<47> ^Alofl 

<48> oLE^ay^z^ ag S^Jfl 

<49> <^Al6| 1> 
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<50> ^E-HSuMH 10 g^t- 1 e]Ei^ fHH^ #3. 3 SL^V 

& ^Ml HC1* pH» IS. S^^^i 31 51^1^. P H7> IS. -tf 

Eflofl o]s^ ( <g^-pfl^^l 500 mHl <>lSel-sq-# 25 g^- 7>€H -g-*fl*m ^ <=»1 

o. ^a.msq-o]H7> #7l ^-8-^4 24 *m ^-o> hl^a]^ 

£3^, *r^#^ tHW* ^fHrS 2«1 ^1*V ^ 

<go^ o]ne}-sM-# ^313 x-4d *<q 34* 3E. 1^1 q-^^cf. °}^&\ o] 
^tb W ^4 ^ ^lHBfsM-*^ 55 ^%°1534. 

<51> <^AH 2> 

*M 35| A-fl^ ulf^-i- ^Al^H ^*fl^ W£ 26 

<53> <^Alofl 3> 

<54> ^Al^l 134- o)$.is}s\ P H# 4S t^isH tK):^ °lBef-^. 

^sfl* £5ft^. ^l^Tfl ^se}sM-# ^3*H3 X-^i 3)^ -g-q 44» 

<£3 f-Ti*^ 4HJ€ ^ XLS.*!. €4i ^4 ^*(| # ojE^uf^o^ 

66 ^%°]$^. 
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<55> 



<56> 



16 



^*f)« <2<^ olH5l-sM-# X-^Ed ^ ^-i- 

W£ 15 ^^%o]^4. 

<59> 6> 

<60> ^- TfJ^ofl Hf-s tH*^ o]H^q-*^ ^ ^Hfl ^11^-^1 0>^1 

(Janssen)^ ^i^i (Spor anox<S> ) <H] tflSfl o]h^^-#^ ^-g-*fl£» ^STs^*}. 
o]fl- ^tfl, ^ flH^i4# "t^o] ^ 25 ^% ^ 35 ^%<?1 ^ 

4^ pH =iol ^ -g-nfl ^ ^XVAI^ 2:^-4 (sonication) ^IjI, 

41 ^^fl^^. 



<57> 



<^H 5> 
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<6i> ^d\] x^s. ^ o]E^q.s. 35 ^%°\ ^-8: <AB.^3. 

iff ^l^l^l til^tb ^ £ ^ 7 >» ci M-«>7> 

<62> olBef-^M-^- 25 ^U=%$1 g-^TT il^ii «l*fl -g-*flS #7} S.^r ^ 
<63> <4l*H 7> 

<64> oi^e^M-^ ^^^r ^^^>7l ^«fl, 41^H1 2«IH <g^;*l <^]H^ 

M-^ f"^ 26 (A)^ 3°fl*1 £<H*l 66 ^ 

^ (B)» ^Hfl^ *M1<?] i^^f^ ^-7)] 5 m g^j ^ ^ 

51 411 ^ifl5W. o^«J- ^nl^ol Tmax( 0,,^, ^ AUC^r *>7l S H q-T^&i}. 

^ (A)^ ^-f -g-isflSi sfliHoflAi ^.^ i£2].icA6ll ti]Sfl 

tf^*! ^ -g-«fl£» Ji^S. In^al ^^l°l-§-l-(S lofl-H AUCS. SA]^ 

)£■ il^iS] 90%11 T max ^ Qnax^ ^ ^ ^A}^ M"^^^. £. 

^31 (B)^ ^Jtej-^^SL ^oUHHl 20% ^7>€ q-T^iflSS 1 }. 

<=»lsi £ 2^1 -g-«fl£ tiijsi^- 14 £- 
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<65> is. 1] 



^lsel-aq-^ sHM-pIbI alia 



IP1 



T max (hour) 



1.8 



2.5 



1.8 



QnaxCng/ml ) 



223 



220 



242 



AUC(ng h/ml) 



2630 



2378 



3327 



<66> A>Ql#g.>i^^-#^^ ^FH>><* ^j^H 

<67> <^Al^l 8> 

<68> fl-^^ S-S^SM-olH 10 g-1- 1 ^Ht^ofl 3 A]i> 

^ HCl^ ol-g-*H pH» 45. S^V^i 7fl^*H S^M^. pH7> 43. ^ #bJH 

^sTg ^sHlli^! 500 mH *M#3.^5L^ 24 g-§- 7>*M -g-SflAm ^ <>1 -§-^ 

£-S.€SM-alB7} -g-^ =^-§-^ 24 Tfl^H S^]^ §^ ^oj # 

a><^4 A>ol^^^^o) ^-^ fms. ^^tf. £ 5^ °1^7fl ^€ ^>°]# 

a]-<*o] ^o]] ^-og^ ^ ^-oi^- ^ &&o_t*| ^ &q ^4 ^Aj^l ^ A}^fSi£ 
^ f-^ol 50 wt?H&t}. 

<69> a±vg jMjafl 

<70> <^Al^l 9> 
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<7i> 10 1 ^fHr^l "43- 3 ^ HC1* <>1 

-§-«H pH» IS S^t^i 3l^r*H S^M^h PH7> IS. ^ ^-Bflcfl o]2^ 
*)M3! 200ml 4| 7VsaflTg^. 4g ^- 7 >*"M -8-*fl*l?l ^ °1 -M* 

^ 2«i ^M}*\3L ^ t-a-^ tMv^ 

sasa^ ^ ^4- ^stifl^o} 21 wt%<y°i si-si^sa 

<72> <^AH 10> 

^*>£], pH» 23. ^*>5W. & ^stifl^^ 25 wt%tl 3* 

<74> <^A1<^1 H> 

pH# ^^^4. ^ ^wfl^*^ 22 wt%Sl 

<76> <£AH 12> 
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^sHIt^l 200 ml 41 ^>=«fl^^- 8.2 -8-*H*H ^^5S^. Q 



<78> <^Al^ 13> 

PH» 2S ^^^>5I4. £^*H # = 39 wt %o] 

SKI* 5a&4. 

<80> <^Al«4| 14> 

<81> ^X\d\] 124 ^ f^> Vi S 7>S*1|^-M 

<82> <*JA]ofl 15> 

<83> 5gt 1 ?]B\£) ^^r°\} ^#J1 3 -§-o> ^ofl HCl^ ©1 

-§-*H pH» IS. S^<5}^ Tfl^H pH7> 13. ^3 #eH °13^ ^ 

3.7} ^-8-^4 24 ^ S^a]^ #-§--§- ^3.*} 

^-§-°J] #fHr3 2«i o]Aj- ^Afl^ ^ ^ ?V 

HH^^ ^^1* ^ ^3 £534. H4 * *NM]^*i*l ^. 

50 wtft^l £Hl=)&i=} 
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<84> <-*3aH 16> 

<85> ^ahi 15*4 ^ ^i-§-*h §^ tK):^*)- ?\*m^2\ 

^ pH» 25. €^}&4. ^ ?>=tiim^ ^*?M 44 wt%<£ ^ 

<86> <^H1 17> 

# PH* 3<LS. ^S^th £-$*f| ^ ^sm^M W<>1 47 wt%<?} 33* 

<88> <^X|6)] 18> 

<89> ^Ali 154- ^^t!: ^ 2:^* °}-%r*}<$ 

& pH» 45. ^^^4. # ^s^l^^-^ 42 wt %ol 3. 

oo> <^aH1 19> 

<91> j£X\d\] 154 ^"^^ tHS 2:^* 71-^]^*^ ^*H« 

<92> <^AH1 20> 

<93> fl-A><g ^-a^sM-olH 10 g* 1 ^^4) #3. 3 *13r S^rtt 

HC1* pH» IS. 3l^r*"M S^H^. P H7> IS. ^ #3) 

41 °1S^ ^SHI^ 300 ml 41 7> Stifle 12 g^- 7>1sH 4^«1 -§-*lH^l ^ °1 -8-^ 
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<94> ^ofl rrj-s. ^-§-^ f^-t§ fl-A>«§3f^ *-$*Hfc fe^r pH S^HS. 

ell ^-i; ^l^H, £^*fl ^ *fl# « Sfl* 6 W 
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^l-o] iKt^ #:?H) ^ ^(Sfe) i^l 

2] 
3] 

4] 

31 l iHl &<>H, Ttet^l ^ts^lH, wh^^IH, ^HSM-^IH, 

5] 

I^t 1 "* 6] 

(1) -rf^* ^ -S-^fl ^ #^ fl-^-i: ^-fMSHr ^-g-^* 
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(2) n*fr ^1-^1 tfltb ^"71 ^ -g-pfl^ -g-Sfl^cf €• -§-«fl£» ^ -M 

(3) fl-^* ^**>^r ^"71 ^ n^r <$%-£r ^*>fe ^"71 -fMtf 

[^t 1 * 7] 
I^T 1 * 8] 

4 10 wfl c| a. ^o] 

9] 

10] 

*fl 6 Sfl*H. ^1 (D4 TMJrS ^-§-^4 PH7> 0 4 s 6^1 ^o 1 " 
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[3^8" 111 

^ 6 ^1 Sl^H, #31 (1)3 <r-§-^ ^ #^ «t 0.1 ^ 

10 ^%<^1 U"^ . 
I^tF* 121 

^i 6 w $x°]*\, ^i (2)3 -&-7H> ^ ^=#3 ^ i 3= 

30 «<J-^ . 

13] 

*H 6 Sa<>H, ^ -§- n M -6-71 -g-Tifl^ w^|til7> 3= 1:10 3= 10:l«?l ^J" 

14] 

15] 
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[5- 1] 
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[5. 3] 




S|EJ (■£) 




10 15 



28-27 



020020042868 
5] 



§ 

ST 




XH>1#5^^ A 




J 



— J — 

10 



I — 
12 



— 1 — 
14 



— i — 
16 



20 



[3E 6] 



i 

of 



1 




—1 

18 



20 











IJlM * A . a 





10 



20 



30 
20 



40 



50 



60 



^ 2003/8/8 



28-28 



